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Dear Editor
We report the first association of resistance to thyroid hormone (RTH) and
Down Syndrome (DS).
A 3-year old boy was referred to the Endocrinology Clinic for evaluation after detecting an alteration in his thyroid function results: thyroid-stimulating hormone (TSH) 5.7 µIU/mL (0.35-3.74) and free thyroxine (fT4) 3.6 ng/dL (0.76-1.46). The patient had been diagnosed with DS (47, XY, +21) shortly after birth. On examination his pulse was 78 bpm, the blood pressure was 110/74 mmHg and his weight was 11.5 kg. Physical examination showed a DS phenotype, but no tremor. The psychomotor development was compatible with an age of 2-2.5 years. His bone age was in agreement with his age. Palpation showed a normal thyroid gland. No dermal myxedematous lesions or exophthalmos were noted. He was taking no medication. A repeat thyroid function test showed a TSH of 10.7 µIU/mL and a fT4 of 3.5 ng/dL. Antibodies against thyroid stimulating immunoglobulin, thyroid peroxidase and thyroglobulin were all negative. The alpha subunit of the TSH was 0.4 mU/mL (<0.9). The rest of the determinations were unremarkable. A thyroid ultrasound study showed diffuse goiter with no evidence of nodules. A gadolinium-enhanced magnetic resonance study showed a normal pituitary. Given the clinical suspicion of RTH, the parents underwent a thyroid study, but the results were completely normal. The patient also underwent a thyroidreleasing hormone (TRH) stimulation test; again, the TSH response was normal (See Supplementary Data). Finally, a genetic study by PCR amplification of exons 3 to 10 of the thyroid hormone β gene (TRβ) failed to detect any known mutation in the genes studied. Analytical follow-up of the patient has shown persistent elevated TSH levels despite increased fT4 and free triiodothyronine (fT3) concentrations (See Supplementary Data). However, the patient has remained completely asymptomatic and This article has been peer-reviewed and accepted for publication, but has yet to undergo copyediting and proof correction. The final published version may differ from this proof. This article has been peer-reviewed and accepted for publication, but has yet to undergo copyediting and proof correction. The final published version may differ from this proof. In summary, we report the first case of RTH and DS. Although this congruence could be coincidental, we cannot exclude a possible linkage between both syndromes.
Further studies are warranted to elucidate the complex genetic variability of these entities and their possible associations with other genetic syndromes.
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